Significance statement: Bacterial heteroresistance is associated with niche specialized organisms interacting with host species for prolonged period of time, medically characterized by "chronic focal infections". A prime example is found in Pseudomonas aeruginosa isogenic/nonhomogeneous isolates from patient airways with cystic fibrosis. The development of pseudomonal polarizing MICs in vitro to many actively used antimicrobial agents among isogenic isolates and "Eagle-type" heteroresistance patterns are common and characteristic.
Widespread isogenic gene lesions were evident for defects in drug transporters, DNA mismatch repair, and many other structural or cellular functions-a result of pseudomonal symbiotic response to host selection. Co-isolation of extremely susceptible and resistant isogenic Pa strains suggests intra-airway evolution of a multicellular syntrophic bacterial lifestyle, which has laboratory interpretation and clinical treatment implications. t  h  a  t  d  e  s  c  r  i  b  e  s  a  p  h  e  n  o  m  e  n  o  n  w  h  e  r  e  s  u  b  p  o  p  u  l  a  t  i  o  n  s  o  f  i  s  o  g  e  n  i  c  b  a  c  t  e  r  i  a  e  x  h  i  b  i  t  a  r  a  n  g  e  o  f   s  u  s  c  e  p  t  i  b  i  l  i  t  i  e  s  t  o  a  p  a  r  t  i  c  u  l  a  r  a  n  t  i  b  i  o  t  i  c  a  g  e  n  t  (  1  9  )  .  C  l  i  n  i  c  a  l  l  a  b  o  r  a  t  o  r  i  e  s  a  r  e  c  u  r  r  e  n  t  l  y  n  o  t   eu  i  p  p  e  d  o  r  a  d  eu  a  t  e  l  y  g  u  i  d  e  d  f  o  r  a  p  p  r  o  p  r  i  a  t  e  t  e  s  t  i  n  g  o  r  i  n  t  e  r  p  r  e  t  a  t  i  o  n  o  f  n  o  n  -h  o  m  o  g  e  n  e  o  u  s   b  a  c  t  e  r  i  a  l  i  s  o  l  a  t  e  s  o  r  c  o  -i  s  o  l  a  t  e  s  o  f  c  l  o  n  a  l  a  s  s  o  c  i  a  t  e  s  t  h  a  t  p  r  o  d  u  c  e  h  i  g  h  l  y  v  a  r  i  a  b  l  e  a  n  d  i  s  o  g  e  n  i  c   h  e  t  e  r  o  r  e  s  i  s  t  a  n  c  e  p  a  t  t  e  r  n  s  (  3  ,  1  9  ,  2  0 p  r  e  v  i  o  u  s  s  t  u  d  y  ,  w  e  f  o  u  n  d  t  h  a  t  c  o  -i  s  o  l  a  t  i  o  n  o  f  p  a  t  i  e  n  t  -s  p  e  c  i  f  i  c  i  s  o  g  e  n  i  c  P  a  s  t  r  a  i  n  s  w  i  t  h   w  i  d  e  l  y  d  i  v  e  r  g  e  n  t  M  I  C  s  t  o  s  u  l  f  a  m  e  t  h  o  x  a  z  o  l  e  -t  r  i  m  e  t  h  o  p  r  i  m  (  S  M  X  -T  M  P  )  w  a  s  c  o  m  m  o  n  i  n  C  F   a  i  r  w  a  y  s  s  p  e  c  i  m  e  n  s  (  7  )  .  M  o  r  e  o  v  e  r  ,  i  s  o  g  e  n  i  c  l  e  s  i  o  n  s  i  n  t  h  e  r  e  s  p  o  n  s  i  b  l  e  e  f  f  l  u  x  a  p  p  a  r  a  t  u  s  m  e  x  A  B  -o  p  r  M  w  e  r  e  f  o  u  n  d  i  n  c  l  o  n  a  l  l  y  c  o  e  x  i  s  t  i  n  g  P  a  i  s  o  l  a  t  e  s  .  O  n  c  e  a  g  a  i  n  ,  t  h  e  m  o  s  t  v  i  s  i  t  e  d  r  e  s  i  s  t  a  n  c e - 
: 2 2 7 6 -2 2 8 2 . 
